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(57) Abstract: 

PROBLEM TO BE SOLVED: To 
obtain a medicine which is effective 
for eliminating Helicobacter pylori, 
treatment of ulcers and prevention of 
recurrence of ulcers. 

SOLUTION: A pyridine of the 
formula (Rl is H, a halogen, an alkyl; 
R2 and R3 are H, a halogen, an alkyl; 
-P=Q- is -CH=CH-, -N=CH-, - 
CH=N-; A is O, S, N(R4); R4 is H, 
an alkyl; (n) is 0, 1, 2; B is S(0)p; (p) 
is 0, 1 , 2; D is a single bond, an 
alkylene, (L-O)q; L is ethylene, 
vinylene; (q) is 1-1,000; E is H, an 
aUHl) or its salt is combined with an 
al^plcer agent to prepare the 
objective medicine. As an antiulcer 
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agent, are cited a proton pump 

fdtor, a histamine H2 antagonist 
otection factor enhancer and the 
The daily dose is 0.1-50mg/kg 
of the compound of the formula and 
0.01-10mg/kg of the antiulcer agent 
in the case of a proton pump 
inhibitor, 0.1-100mg/kg in the case of 
a histamine H2 antagonist and 1.0- 
lOOmg/kg in a protection factor 
enhancer. 
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(54) BgW©£*M tfJ^^ftMBU 

(57) 

-«ta ( i ) 

R 

R 



R» B-D-E 



(0 



[SC*. R'«H, Aoy>. 7;M^Mg;R 2 , R3 
liH, /\n>?>X\t7)l*)l ; -P=Q- tS-CH=CH- . -N=C 
H-Xli-CH=N- ; AliO. SXliN (R 4 ) (R 4 «H, 
7)l*)im ;nli(h 1X1*2 ;B«S (O) „ (p 
110. 1X112) ; D[J*^. 7JU*U>, (L-0) , 

(LHlfl/X tf=U> ; qlll~1000£>8& ; fi 
U L#fc*~ Vyam. qfil) l?;EflH. 7)1/* 

;k 7^3*->7^*;Wf ; (it. d*s(L-0) „ ©p$. 



(2) 



0- 1 74 7 0 



m*m i ] ( i ) 




Mfcl] 



V-S— CH 2 ~4 
/CO). 




(I) 



R'tt**. Any>, 7;u*;k 7;kn* 
is. kKD+y, 7;lo*->#;k*-;k #;ktf*-> 

*;k7 5 a •> *;^r^7;^^75 ; ^ fc 

tt*;np*->7JW+;i'7 5y*. R 2 , R 3 ii|fg-£fc 

*. -P=Q-I4-CH = CH-, -N = CH-£fcl4 
-CH-N-*. Att^StS^. 8t<tJK^*fcttN (R 

M (rm4*«. 7;k*;k 7;m*->*;ujfc:;k 
->7;p*;k 7;pa+->*^#^;P7;p*;k 
J * fct4v7;i/*Jkt>;kn**-'f ;k t/ t^(iv7;p+ 
y*fci4>?7;i'^5 L **;i'/'Ct-f;p*s-f) **f. 

n!40. l*fc«2S. BI4S (O) , (p!40. 1* 

a*#-r*7;i'*u>*fci4**y&#-r47;w*u 

>. .Sfcl4 (L-O)., ,(L.I4X5 1 U> 1 fc'r:U>£, 
q'l4l~l 0 OOOflEftfcjjVr. fcfc'U L^t'nU-> 
©1$. qlil£*-f) Eti*3$t. 7;M^k 7 

;pa*->7;u*;k k (a) 
Hfc2] 



— N 



•R s 
•R 7 



Ca) 



(5S«f , R 6 , R 7 !4l§I-*fcl4ftft:oT. -tft-fn* 

7;i/*;k ->^D7;u+;k 7->;k 
U-;k7;k*;k*^TjK Sfci4R« , RU4fc£UT 
«kw n±oasn*s*fci4a (b) 

[ft 3] 

(CH 2 ). 



\(CH 2 ) / 



N-R* 



(b) 



(S*. R»i4**, 7;u*;u. 7->;k #;k**->7 
)k*;k£ t isfi^s £ *r l t t> «t v » 7 x x;k7 jp* 



ml4H-S fc(4*fc:>T 0 *fc!4 1 ~ 3 ©8»S^-T) 
KJ:D££nsXS:3?1-. D** (L-O) „© 

■s, ei4**. 7Ji/*;i'**-r] ir«toa*n*tr'j3? 

>{t^«Sfcl4-tO»j|6±flF«U»**t. 

[&9l©l¥ttl&R9J] 

[0 0 0 1] 

• tfo >j ami £w-r* e >j y >ft^«*fci4-t©«K± 

HT*. S6l:»U<l4*38W4-^U3/'Cif^-- fcfa 
'JUttcDSifc • iB{ttt8tara*A»S©Aij=m**- • 

[0 0 0 2] 

[fi£*©8fli • *i«3j»«ftUJ:5 fr-5««3 BIRftM 
WO 93/2448 0*&«*£tflSI8ttHWO9 5/ 
1 1.8.9 m&W<D&BJlfflg\zte<si)zi/M7?- • tTD 

[0 0 0 3] *\i)zM>?9- ■ hfd'Jti. 1 9 8 3¥* 
-T.h7'J7© Warren t Marshall tcfcoT. SMtt 

*4. #ffi<i:Pfjfc, *lfl:tta»jit©HfflC-3UTI4. - 

3*£J4P5*©H«*atttt3t>©T»9. 1 9 9 4^ 
lc riifflAUJW^-- tfnUHttoiBfttt»Jlf4 - 

*fc«jfiT«, *iif4ff««4tRA«4«!8©BHtL 
T. WH03EJS«R©»«© Group 1 

R) tK^sn. p*©H»**i£<Bfiiant3^**. 

$ & CJ4H«TH«J»*«fr3'nfcJil#©Hffi©H9S* 

tt©*ilwS-5Ct4ft*#<©RIHt)9SnTlr»*. 
£*ttKX-?Xl::fiiBSS£ 2 SiJ0fffl UfcSAW^t tripl 
e therapy liP^Bxi^ti^t^ Bfc**ti»i:tt 



(3) 



ftm¥l 0-17470 



flSnTtfc**. TIB. *ffltt»ttfc£0giJftUlJj&«** 

mi* 1 ft! (7t+y •> 'J > £ fctt* 7'JXD7^y> 
«) ftffflUfc dual therapy, 2W (JWi/yUX 
£ 7 'J X *^linho-T5y7-Jl/^laS 
JJJfl!HvJ"ftj&» 2 SO) flffflLfc new triple therapy 
6t*&nTH4. dual therapy BHlUB©5&?g$ 
I4ffit>*«. ttB*fe£Aft triple therapy 

tt**<!:ffttB©ffl«*a*iMfcfc*;:4:. new tripl 

e therapy teSi^RfcBSSSSr^Tfc©©. IiJflUlj©9££ 

i>-fn©Bfc»i£t>. AijaA'i7^- • bfnij^.n©iffl® 

W*tt»»ffi©«3ilCtt^*fc*SoTl»ftV». 
[0 0 0 4] 




sts^ l . iijffffl ©'>& t>Ntttg©H5Bftta£4vr 
7 7-;nr ft « 3 tf u ->* >{b^#i*^ 'J 3 a- * * - 
*. Aij3A*^^-- ¥avzmiRmz®mT 

ftE-ftSC (I) ©fl:£tt*JltBl,fc. Kft^ftltMJ 
arc**-* bfaij©BSftUfcft«t7 I ;nc*^T , b, 
ES^fcBSJSMlfcjRUfcCtjfcS. ;:©@a*T©*rffl 
tt*«»<**Snfc. fit. 2JH«J:lAffi3jnftffl* 
ffil:*6n4J:"5H. ttE-ttSC (I) T«Sn«ft^ 
$<hft»;!»£S, L"< 14 7n h >#>:/»*»]££# 

6*»c«nfc»«»*, auf©fes*©ffl±. msgtei® 

[0 0 0 5] *«9JI4-«a (I) 
[0 0 0 6] 

Hk4] 
R 2 . B-D-E 



CI) 



[0 0 0 7] R' tt**. Any>. >\Mr 

#jktf*->;k AD7;p*;k xhn. js;, tys 
7S/££ii#;i/**->7;i'*;i'7sy£, r», r3 

7)\r*)l&* -P = Q-li-CH = CH-. -N = CH 
-*fctt-CH-N-fc, Af4**HH\ 
I4N (R4) (RM4**. 7)V*)V. 7;U3 

#-;k tFD+y7JWk 7;ka^->7;i/+;k 7 
->;k**->7Jk*;k 7;k3+v*;i,#-;k7;^;k 
*Jk^4->7;p*;k ajun't-nk tDin^ )VT)V 

*Jk i E/*fc»4J?7JP*;i'*;i'/ , C : E-f;k ty^fctt 

5>7;Mp;i<a ;pa'^e 'T )i7)i*)V, tt-hMVt -f ;k 
*fci4 : &/*fci4y7;p*;i'?**;i'A^-f;i,*at-r) 

nl40, l*fctt2*. B14S (O) p (pf4 
0, l*fcl4 2*S1") SSRT. DI4»B£. 7^+U 
>. «a***1-47;P*U>*fcf4**Vt*r<57 
)\>*Vy, *fcl4 (L-O) , (U4X?kX k'rl/ 
>*, qf4l~l 0 0 0©Kft*jj*T. fcfc'U Lfltbf 
-l/>0^. q»41*Sf) EI47KSH. 7;k+ 

Jk 7)V3*i'7)l*)V. St (a) 



[0 0 0 8] 
[ft 5] 



— N 



R s 
R 1 



Ca) 



[0 0 0 9] (SC«K R 6 , RM4R-*fcl4ftft-a 

t» -tn-^tizkas, 7Ji^+;k ->i7U7;^;k 7-> 

-Ik ll^SS;*L/T^TfcJ:^7x-;P, fi&g£WL 
T^Tt)=t^7xx;k7^+;k^^l4fi^S$*LT^ 
Tt)«ki^\-rn7'J-Jk7J^;k*^-r^. $£14 
R 6 . RM4IS^LT«ft-f*a*«?ttt>i:tt^U 

T^Tfciiiaaas^rassjsu ;gKtt*SRf4* ! 

(b) 

[0 0 10] 
lit 6] 



N-R» 

MCH.). / 



Cb) 



[00 11] (St«f», RM4tK*, 7^^;k 7->Jk 



(4) 



4#M¥1 0- 1 7 4 7 0 



ISW*\ 1, ml4n-*fcttRtt-3T0*fettl^3© 

(L-O) Q ©P#. Ett**. 7JP*;Hfe^-r] 
asfise'Jy>fl:^* (GtT. fl:^tt (i) it>^ 

[0 0 12] 

£\i*?)l, x?Mk ynhf;k -f v^DWk 7> 
;k -fy^;k JB3»7*^;h ^>^;k A*->;k 
*£?Jk x->;k h'T->;k tf^xvjk -fa->;i/ 

&£©«*» 1~2 0fl©7;M i ;Hfc, 7;lO 
yh*->. ih+k T'Dtf+v, -fvyo^k 7* 
h*->. -ry7>*5'. Sg3®7>*->, ^>?;k+* 
'\*->;kt*->. ^i/?;ki-+i/, x->;k**->, 

&fO«*»l~2 0«i©7JHl*5'*, 7;k3*-># 
;k#x;k>liy h*->A;k*XJk Ih^yMfc 
;k 7°n#*->#;i^x;k -Y7 7 p D**->#;k#x 
;k 7*h*->7j;ktfx;k -f h*->*;ntfxjk $ 

3&7>*v#Jktfx;k ^>3\JU:**->;*Ukffx;k 
'\*->;k**->#;k#x;k *i??)l**->j])\,tf- 
;k ry;W^y*J^^k h'ryWty^J^- 
;k ^i7^x->;k^-*->*;k^^Jk -Ya->;ki-+->* 

;MiX^fc£©&*S2~2 li07J^ + y*Afc 

AD7;WtBh'J7MD/? 1 ;k 2, 2, 
2-'K'U7^^tiX5 1 ;k 21 '3, 3'- K'j7Jk+n7" 
Ot;k 1, 1, 2, 2-f h77JWDIfJk 2, 
2, 3, 3-fh77;Wo7 , De^!ii , fflR||[l~ 

4fi©AP7;k*;k£. ty *fcfiv7;k*;k7S y t 

Ii*?\>k75/. ^f;P7Sy, X^;U75A yl 

5 L ;k75y, 7*nhr;k7sy. v7Wjk7sy. 7'? 
;P7 5 a v7*?;k75 y&ifffltysfcttycM 7 

)V*)V7 5 A*. 7)V3*i'l3)V#=.)V7)l*)V7 5. J 

h+va^JisxjM^^s a ih+y*M 
-;k5i^;k7 5A 7*a#^v*;k^x;k^5 1 ;k7 5 
a -r v7"D#+->*;k^n;k^5 1 ;k7sy, 7>*v 
#;ktfx;k*3\>k75y. -f 77*h*->7j;i'#xjk*3 L 
;kr = A t^»:/h*->a;U!flx;M3 1 ;U7 5A 2 

# - ;kx?jkr 5 y ft £<d c M 7;kn * ->#;k#xju 
c M 7^+;k7 = y Sr. #;k**->7;k*;k7s y t 
Ii#;k#*vy5\>k7$ y« 2 -*;k^*vx^;k7 5 
y. 3-^;k^+v7 , otf;k7sy. 4-#;k#*->7" 
^73y&£©a;w«*$/C M 7;p*;i/7sy*w 
t. 

[0013] R2, R3 i-*3HT, ;\ay>, 7Jk*;u 



[0 0 14] R< K*tt47^*;k 7 ;kn* 
x;WiLTttt&EiHtt©t>©a«*tfSft. tHa+y 

7;u*;k>ttt Kn*->/^;k 1-tHo+yi? 

;k 2-kKD+yi^k 3-k KP+->7 p Ptf;k 
2, 3-yt + 7"nhTjk 4- t FD*->7'3\lU 
&t*©Be^Scl~4<i©t Kn+->7;U+;l'«:ST. 7 

;io*->7;k^k>tiy h+y/fjk xh*->y^ 
;k 7 p a#+->A^;k -fV7"D#+y^m 7>* 

->y^;k -fV7*h+->A^;k m3$7>*->y?- 

;k 2-^h+yIf;k 2-Ih+yIfJk 3-/ 

h*->7*ai£;k 4-* h*->7^fc£*jsr. 7v 

)l>**i'7)l>*)lt\t7-t?)l**'>*9-)U. 7"Pt?:* 

x;k**->y^;k 2 -7-t:5 1 ;k^+->x5 1 ;k 3-7 
•fe^u^+vyohfjk 4-7-t? 1 ;k**v'7>;k ^ 

>7'T;ki-+-> A^;k 2 -^>vW,lk**->X?Mk 

7i^;kii:ADyk 7Jk*;k 7Jka*->. ap7 
;u*;k *ks. xhn. 75 y^ea«ns i~3<i 

©M^S^T-S^Vl" Jkt^y/fJk 2-^>v* 
;ki"+->X5 1 ;^ £ fc^-f. 7;k3 *->#;k#XJk7 

;k+;k>«y h*->*;k^^A^;k xh+->7j;k# 
xjk7*PhT;k 7"n#^v7j;k^x;kx^;k -fV7"n 
#+->7j;krKx;kx^ju. 7>*v7jjk#x;k*?;k 
-Y v 7> * ;ktf x;kx?jk * 3 »7* h * ->* 
xjuy^Jk ^>5 L ;k^-*->*;k*x;i.A^;k ^+-> 
jk^-+->*;k^x;i/A^;k ^i7^;k^+->*Jk^x;i. 
y?;k •7 : ->;k*+v-*Jk^x;kx^;k Kf->;kt+ 
->*;U#x;i,y^;k' ^^T^ki-^^^JU^x';^ 
^;k -iu^^-t^y-n^-^^MiE^Tict. ft 
;k^+->7;k+;k>(i*Jk^+vy^;k 2 

ylfJk 3-^M+i/7"DH;k 4-*;k*+->7" 

^atS £©k*r 1 ~ 4 ffl©*;p#*->7;p*^ft^ 

To ti)vn^ )V7)i^-)Vt\iti)vn^ )i*?)V, 2 
-ij)vn^jvji^)V, 3-*;k'\ ,; Ei'jk7'ptf;k 4 

7 ;k+;k* ^A-^r-f ;p t ^a'^'T )vm<D&mm?\z 

7)\'*)V-hmWkhfzh<D$:l£ML, N-y^Jk^jkN't 

-f;k n, N-vy^u^kA'^'nk N-x^jk*;^ 

A't'f^k N, N-ylfMJk'W'fJk N-7°Ptf 

)Vts)vn^)V. n, N-> ; 7 p Pt!;k*;i/A* : E'f;k n 
- -i v 7*p hfJk^^A't-f ;k n - 7*^;k* Jk^-f ;u 
^ifA^tf e>n-s. ; Ey^;t(±->*7;u+;k*jk\* ; E'f ji/ 
7;u+;k>!i7;k+;uS('H9fs©i3/^ty^fcii^7 
^k+^k^^A't'f b & t> © **W u n - / ? 
;k^;k'\*^'f ;i/y?;k n, N-vy^^A^A't-f ;p 
y^;k N-x^k*;k\ ,; t'f;k*?.jk n, n-/i 
^k^^/N'^ -r ;ky dv, n - 7°p \^)Vti)vn^ ;ky 
?-;k n. N-v7 p Phf;k*;kN' : E'f ;ky?;k N-^f 



(5) 



&ffl¥-l 0- 1 7 4 7 0 



ft )vn* -f t )V -f ;k* ©g^nB 1 7 )V 

*;k#fi& Lit h<D L . N - y ^k^A^A^E 
-Ok N, N-vy^U^AJkA^E-Ok N-x?Mk 

;k N-^Dtr^^^At-f ;k n, N-v^pf 

;k N-y^^^Jl'At-f^&^JHWsn*. 
[0 0 15] Dlr*ltS7;U+U>i«^5 1 U> < X5 1 

HJy^UX rh^/fl'X ^rJ'y^k 
X A+H-y^kX ^/fl/X ^y-^y^k 
>. y^-y^kX f*/fl/>/j:i:OR$§tl~10 

E&»£#T37;k*k><i:te. tKD+y, kh* • 
n*->7Jk*;i/ (hf-'D+y^m 2-bh'D+yi 
3-th'D+yyDmi*) . 7;kn*->7j;k 
(y h*->7j;k**x;k xh*->#;ktf-;k 7" 
p#*->#;k#x;k 7h*->7Jjk#x;kft,i:) . 7JJk 
#*->;k rt^A^-ok ty Sfciis^-M^kfrJUA 

^Ef^ (^fAAJWtt'fJK vy?\»k*;kA ; E>|'Jk 
X^k^kA^-Ok ylfJ^JW^-f^. /OW 
AJkA^Jk y^Db!W;W\ ,: E>f Jkfrif) ftt'Og 
*S*»*9E7;i'=l i i/>©ffiSofiili:fll«Lfct>o** 
*U 2-tFo+yhU>fkv. l-th'a+y/ 
fvJkx^kx 2 -*;k^+->x^i/>, 2-Ih+y ■ 
#jk#x;i/X^k>, 4-xH+->*;k*xji/7 L ^7^ 
^kX 2-#;kA ; E-ClkX3 1 kX 2-N-;*3\)k* 

jkAti'jkx^kx 2 -N-x^k^kAt-r jkx?- 

(J-CH z CO-, -CHjCHjCO-, -CH 2 C 
H 2 CH 2 CO-. -CH 2 CH 2 CH 2 CH 2 CO- 

[0 0 16] ElZ&\i%7)i>*)l>timiit®ft<D>b<D 

£>n, 7;kTj+->7;p+;k>tt/ h*vy3\ik 

ih+y^?Jk 7"P#*X*3\/k -T7:/n#*->* 

^;k ^h+v^^k -f 77>*->y?;k g§3$7 
h+v-y^k 'O^kt+vy^k A+->;k^-+v 
y?Mk *9?)v**'>*?)i. t'>)V**'>*?)V. 

a->;k**->y5Mk 2-yi>*XX?Mk 3-yh* 
y^aWk 3-7°P#*->7'p£;k 4-*b*->7 
?Jk 4— rv^D!j«*->^;i/tt^*S"r. 
[0017] R", ri iz&v&TJi&itimiitm 

m<D$><Dtf&\,f £>ft, ->i7D7Jk+;k>livi7D7 P Db! 

;k ->d7D^;k •>i7n^>5 i Jk x^P's+X'k 
•>i7 D'sy^^if ©^#» 3~7H©v£d 7;k+;p 
7v;k>ii7-t5 L ;k ype^K -rv 
^■pk!t-;k T^yjk KAn-Ok Anj^fct*© 



1 ~5fl©7;k&/<;w*fc«^>\/'OPfc*flc 

TS. 7xx;k7;k+;k>li^>v;k i-7xx;kx 
?Jk 2-7xx;kx?;k 3-7xx;k7 r nt:;k 4 

-7xX;k7'? L ;k 6-7i^A*yJk 8-7xX 
Jk+*^&£©7x=;Wi*tt*ft 1 ~8<H©7;P+ 

;n£«*f<5. "\xD7 u -;P7;u*;Pttt»*fc 1 ~ 

4<i©7Jk+JUir7U;k ?xx;k £Uv;k fcf'JS 
vx;k^t«»:©'\xn7 , J-;U^fi^L^:fc©$ic*b. 
fci:A«2-xX;k 3-xXJk 7Jk7U;k 3-7 

u;k^?;k 2-. 3-£fcti4-euv>;M3\>k 2 

T^TfcckU7xx;k 7xx;k7;k=^;k 'vfnj'J 
-;p7;u*;u©*iftsa:UTtt, nnyx 7;k*;k 
7Jkn*x An7;i/*;k xho, 7s./fr 
^.stfns 1 ~ 3 «"©**«* tf&ft*. 

[0 0 18] R«. R'^LT. Bft-r^ass^ 

tfPUvxjk tf^'JvV, i-br^7vx;k 4-7 
jk+ji/- 1 - tr^5vx;k 4-7->;u- 1-^7-/ 

x;k 4 -7xXJl/- 1 -tf^5v-Jk 4-ii7i 
-Jk- 1 -e^7y^, 1 
y-Jk 4 -M«7^^+;k- 1 -bf^^-jk 4- 
7)l*)l<- l -*^hf'^7vx;k 4-7->;u- l -zh 
^tf^^iyXJk. ^Ejk^'J/. fttMUy, 2-^" 
^V- 1 -hTDUvXJk 2, 4-iy^V- 1-tfD 
'Jvx;k 2-t+7-l-^ l JyJk -fVOKU 
>-2— r;k 1, 2, 3, 4-f h7kKD+/U> 
-l--CJk 1, 2, 3, 4-T^7tFDi , V+y | J 

^-2-^Mt'wssn, t;k^'jy. j-tth-fc 

v^^Jk 2-tKP + yXfJk 3-kKD+y7D 

. 75 7 7;k*;k (7 = y^?;k 2-75 
yx^Jk^t*) , ; Ey*fc«v7;p+;k75 y7;k+;k 
(/7 t ;k7 5y/5 1 ;k y/^7$y^^k 2-v 
7<7 c >'k7 5yx7 c Jk7St*) , 7;k3+->7j;k^xjk (y. 
h*->73;k^xjk ib+y*jklzjk 7"n#+->?a 
;i,#x;k -f v^p^+v-TJ^xjk 7*h+->7j;k^ 
x;u^£i:) . *;usp*->7JU3+>>7^*;p (*;k^+ 

h + y^f ;k 2-73Jk^+->Xh+->y,5 1 ;k 3 

-73;k#+x7 p p^*vy7 t ;k^,i:) , *;^*s/7;i/* 
*;U75 y 7;k+Jk (7j;k^+->y y y ?;k 
2 -73;k^+vx^;k75 y y^;k 3 -#;k#*v7" 
Ptr;k7syy5 1 ;k^i:) , Tiio^^jDiX-hJh 
?*i/7)V*)V (y h+->7j;k^x;i/y h+vy^k 
x h*->7j;k#x;ky h+->y 2 -x h*->7j;k 
^xjkxh+vy^^k 3-xf>+->*;k^x;i/7 p p# 
+-y>fMi') . 7;ka*v7j;ktfx;k7;k*Jk7S 
; 7)1^)1 (y h*v*;k^xjk^5 1 ;k75y y^k 
x K*->7j;ktf x;uy?;k7S y y ^;knci:) ^tif^g 



(6) 
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2, 3, 4-rh5fcKn (-fy) *y U >ajtlinn 
-hP. 75y. **7a>S>8tf*l5 1~3fflC!>ttic© 
[0 0 19] ^ (a) T«Stl4StUTttN-^>i? 

ji/-N-y^;k7sy, *;k*'jy. kwjsv, i, 

2, 3, 4-f h7t KD-fV + /'J>-2-'f;k 4 
-yji-)V-l-\i^y'J-)V, N- (4-^Dt7i 

XJU) -N-y3Mk7$y, 2-tKn*->y?;nEy 
tf'jy, 2-75yy.Wfc;P*'jy. 2-vy^Jk7 

syy^;kE;k*'jy, z—j3)\>#**/tt*:)W) 
y. 3-ih*S/*;wsj?-;^*t;p*ijy. 2-75 
y y ?;k^ * * ;k* y y & £* *»» * l v>. 

[0 0 2 0] R«C*lt*7JP*;k 7->Jk #;k#* 

->7;k*;k fi^S^#LTi>T : b<i;^7xn;k7;^ 

[0 0 2 1 ] (b) Taa*l**0*#«tUTtt4 

-tf^Uv;k l -^>v;i.-4-tf^'j v;k l- 

(4-i7Dn^>v?;i.) -4-tf^'Jv;k 1- (4- 

y^jp- 4 - tf^u v^^if^tf ens. 

[0 0 2 2] (I) tLT. ffiilItt£JlT©t>0 

2- (3-y?MP-4- (2-tJk^'J 
/IW*) -2-\ZVz?M t?)^*- 1H-^ 
>X-f %?>J-)V ; 2- (3-y^;l/-4- (2- 

(l, 2, 3, 4-fh7k KcKy*y u>-2-< 
;10 X^;k*:*) -2-tfUv^) *?)V9-*-lH- 
1>X4 2- (4- (2- (N-'OvMP 

-N-y?;k75y) x9-)V9-t) -3-*9-jv-2- 

- (3-y3^-4- (2-tf^'Jvyx5 1 ;k^^) - 

ygMk^*- ih-^>x< 5 yy- 
2- (4- (2- (2-vy5 1 ;k7 5yy5 1 ;u : E;i/ 
*'jy) x^k? 1 *) -3-y^;p-2-^Uv^) y 
wt-iH-'OX'f'yy-jk 2- (3-y? 
;p-4- (2- (2-vy^;k7syy3\>k&;k*u 
y) -2-E'jyji.) y^;u 

ft-iH-'(>x^iy , ;-;k 2- (4- (i-^ 
4 - tr^ 'j j?;w 5 L ^-3-y?;p-2-tf'j 
5>;w >f;w-iH-'<>x^5^;-;k 2- 
(3-y?;p-4- (2- (4-7-t?;ktf^7v>- 

1— x?;k^^) -2-eu>w y?;^^-- 

lH-'OX-f $.9>J-)V ; 2- (3-y^JU-4- 
(2-7^73/1?;^) -2-tf'Jv^) y 

fm-iH-'<>^i^;-jk 2- (3-y? 

M IH-sOXI S.y>/-)1> ; 2- 

( (3-y?;u-4- (2- ; &;k^'jyx?;k^^) - 

2- t'J^) y3Mk**) s<>>/9-7<S-)V; 2- 

( (3-y^;l/-4- (2- (1, 2, 3, 4-fh7 



kHn-ry*yij>-2— r;w xg^H 1 *) -2-£ 
y^k^*) -rs^y* (5, 4-b) eys; 

>; 2- ( (3 -y^-4- (2- (1, 2, 3, 4 
-fh5t Kn-fv+y 'J >- 2 Jk) x^;k^^) 
-2-fcf'j5W) y?;k^^) -rs^y* C5, 4-c] 

£'J->*> ; 2- (4- (2- (1, 2, 3, 4-fH7 

t Hn-rv+y u>-2— x^k**) - 2 - tf 
ysw y?;k^*- lH-'OXl'Syy"-^ ; 2- 
(3-y5 L ;p-4- (2- (^7-/>-i-'fjw x 

-fS^Z-JP; 2- (3-y?;i/-4- (2-75yx 

^k^*) -2-ku^jw ^f;w-iH-^>x 
-f syy*-;p ; 2- (3-y^;i/-4- (2-*;k*'j 
yx^k^jj-) -2-bfUs?;w ^Wt-iH-^ 

>X-f 1 -#;k#>&X3MP ; 2- (3- 

y^;u-4- (2- ; E;k^'jyx^;k^^-) - 2 - e • J 
>w y^;k^*- ih-'ox-t syy-jw- 1 -b 

K; 2- (3-y^-4- (2-t;k*'jyx5 1 ;i/5 1 

=*) -2-hfu->*^) y?;k^^- iH-^>x-r 5^ 
1 -*;u#>«y^;p ; 2- (2- (3-y? 1 
;u-4- (2-t;i'*ij;x5 : ^ft) -2-tfUv 
;w *?)Vf-*) - 1 H-^>x-r syy-^- 1 -- f 
;p) x^y-;p; 2- (3-y3\M/-4- (2-*;k* 

UyiWW) — 2 — bf U 5^yP) *9-)V?*-lH- 

'OX-r s^v*-*- 1 ; n. N-y>f 

;u-2- (3-y^;u-4- (2- ; Eji/*uyx5 1 ;k^ 
*) -2-t'j^^) y?;k^^-- 1 H-^>x-r 
y*— 1 -7-b^s K ; 1- (N. N-v'y?^*^ 
/\* ; &'f;i') -2- (3-y^;i/-4- (2- : &;k^'jy 
x^u^) -2'-tf'j^)' y?;k^^- i«h-^> 
X-f 5 ^'y*-^ ; i-y^-2- (3-y^;u-4- 

(2-^;k*'J yx3\)k^:t) -2-\£*)*J)V) ^^)V 

ih-'OX-t ; 2- (3-y^;p- 
4- (2- : E;k^'jyx5 L ;k^^) -2-kijsw) y 

^Jk^^-- lH-A>X-f$y/-Jl'- 1 

H ; 2- (3-y^JU-4- (2- (1. 2, 3, 4- 

fh7t KD-r y*y u >- 2 — r;p) xrjim - 

2-tf'JvJP) ^fJl'ft-lH-'<>X-fSy , /-Jl, 

- 1 -*;k^>ssx5 L ;p ; 2- (3-y^;u-4- (2 
-wj/if;^*) -2-tf'Jv;i/) y^;k^^"' 

-lH-^>X'f 5^/-;P-5-*;i/j|«>K ; 2- 
(3-y5 1 ;P-4- (2-^>vJk7Syx?\>k^:t) 

-2-b;uy;w ^^ft-iH-'ox-fs^;- 
2- (3 -y^;i/-4- (2-vy^;k75y-2 
-Ajw+yi^w ?*-2-t;ijy;w y^Jk^^- 
-iH-'<>x-f5^/-;k 2- (3-y5 L ;u-4- 
(2-75y-2-73;k^*->x5 1 ;k^*) — 2 — tf u 

^fJi'5 : t-iH-'<>x<$^/-Jk 2- 
(3-y?^-4- (2- ; e;k*ijy-2-^;k^+-> 
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yC-fS^-/-*: 2- (3-^^-4- (2- (1, 
2, 3. 4-fh7k Yu-iV*J\)y-2--iM - 
2-#JPtf*vX3\ll^:t) -2-\L\)VM ^)V9 

t-iH-'c>X'f5^;-;k 2- (3-^^-4 

- (2- (2-#;u#*->* h+v^^) t^*uy 

X-f S ^/-^ ; 2 - (3-^^;U-4- (2- (2- 

2- (3-/^;l/-4- (2-v^^7 = y 
-E-Ih + yAM^HWft) -2-bf'Jv 

^f^f*-lH-'C>X'f5^/-;k 2- (3 
-*3\ll/-4- (2-7$y-2-Ih + ->AM-Jl, 

x^;^*) -2-t:>jy;w ^fj^-iH-^ 
X-T5^7-;U; 2- (3-/3^-4- (2-tJU* 
'J / - 2 -I h*y*Mr;Hf *) -2-tT'J 

>w /^mi^*- iH-^>x-fsy7-;i/ ; 2- 

(3-*3\>U-4- (2- (1, 2, 3, 4--rh^b 
h*P< y*/-'J>-2--f;W) 

>X-f5^7-;U; 2- (3-*3\>P-4- (2- (2 
-ih+->*Mz;M h^v^^-^^^^U/) x^ 
-2-e'jy;w /wt-iH-'OX^ 

5^7-;i>; 2- (3-/^-4- (2- (2-Xh 

-2-tJysw) ih-^>xW5 

M-)V; 2- ( (3-/5 t ;U-4- (2- (2-/h 

*) -lH-'<>X'f5^/-;P; 2- ( (3-*^ 
-4 , -*(2-' C2--(2-^ K*vXp*->rxh* 

v) x^;i^*) -2-tru>w /^ji^*) -ih 

-^>X-f 5y7-;U ; 2- ( (3-/5M1/-4- (2 

- (2-^h*i/*iJIh*y) x^-Jl^*) — 2 — e 

/?;^*) -1H-'<>X1'S^;-A; 2 

- ( (3-*^;i/-4- (2- (2-^^->*Ulh 
+ •» XW?-*) -2-Y.WM -1 
H— *>X-f =.?:/-)l> ; 2- ( (3-^^-4- 
(2- (2-/ h+y^Ulh+y) X^?:*) -2 
-fcf'JvW -lH-^>X'f 5^7- 

2- ( (3-/^-4- (2- (2-^h + -># 

jxh+v) i?;^*) -2-t'JyW *3\fcx» 

7WXJ10 - 1 H-^>X-T 3^7-JU ; 2- ( (3- 
/f-^-4- (2- (2-^h + y^'JIh + y) X? 

-2-tf'J5W ^f;^7^rW -1H 
-^>X-f 5^7-;U; h^>X-2- ( (3-/3^ 
-4- (2-Ih + yf^ft) -2-fcTUSW ;* 
^fc?*) -1H— 'OX'f5*V-;U; 2- ( (3- 
(2- (2-^h*y#'Jlh*y) X5 1 

ji^tf) -2-tf'jy;w ^i^*) -3H--rs^ 

7 C4, 5-b] tf'J v> ; 2- ( (3-^^-4- 



(2- (2-* b*->#Uxh*v) X^JI^*) -2 
/Wl'^*) -3H-- f5^7 C4, 5- 
c) tTUv>; 2- ( (3-*^-4- (2-Xh* 
vlf^ft) -2-kf'JSW) *^;i^:t) -1H- 
^>X-f 5^7-^ ; 2- ( (3 -/^JU-4 - (2- 

(2- (2- (2-/h*vXH*-» Ih 

x^;u^) -2-tiJs?;w /^i^*) -1 

H-^/X-f 5^7-JP 
[0 0 2 3] ^mt^m (I) tt. MAtfBK&HIWO 
9 3/2 44 8 0#4i«*fcl4BI64iBWO9 5/1 1 
8 9 7#4i«KE*©3ErttlrJ:0Kir5ri:*»T* 
5. 

[ 0 0 2 4 J (I) 12. *©»il±flF«U»5« 

**>x;p*>&ii, ^>-t?>x;U3fj>eifi/«ci:oKM- 

"7 A*. *;P->»>A«[&£0*K* i b'&*n*. 

K. (l/2*ft«. lftfntt, 3/2*fP«) 

[0 0 2 5] ±|Eft-&« (I) t«C**WlCfflt»6n 

3JfalJf3££LTI2, 7n h>#>7[HSSiJ, kX?5 

7>V7 r 77-;k a> h7*7 7-;wt^*t*jf &n 

>, 7Zfy>, 7 7 ; E3 L S>>, a*-y-?i?>ftf*tj|t 

5*-fc-K 7^7Jl-7 7-K x*A*t!h*, 7nx^ 
77>v>IS«ff (5 77oxh-;k -tJVJzfn^ 

[0026] *%w<Dmm ©s-^fitiSffc • ^ftttit® 

i7^- • en>Jffffl**1-4{b^«l ( I) tiO. 1-5 
0mg/kg/B. ff£L<\t0. 3~10mg/kg 

[0 0 2 7] #ffl^tistn«5i^«. 7nh->^ 
>7ESSI«)1S^«0. 0 1~1 Omg/kg/B. $f' f 

1~1. 0mg/kg/BS4$n-§)o t 
X^ = >H 2 JStriS!l©*^«0. l-100mg/kg 
/B. jf*b<ttl~l 0mg/kg/BS4Sn?>. 
KWH^Jf3HW©«^tt 1 . 0~100mg/kg/ 
B. >f*L<lil 0~5 0mg/kg/BS4Sn-5. 

[0 0 2 8]<fc^« (I) tt. «K±MF«U5*fi# 

(iis^sij. ^p^^j. »a». jL^a. 
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-m* ">D MJ, SAM. (ft 

[0 0 2 9] HfrS*!£-*-S«&l;J:. &fta*!l. 
a«§. ?LW. -fe^n-Xll. D-v>- I — jk 
F-;k j*xh7>, x>7>gf. 7^**- 
hSI. *^>SI. *h-y->H. F7>#A 

-f >. 7;U7*s>. 'j>&a^v£A, VJkt*F-;k 
y«J-», *;i^*S'*?;H:;H3-*. #'Jk*x;ktf 
□ UF>, k Fn*v7 p o£;ktJka-x < kKa + v 
7*akVk*? 1 JH:;kP-7.. ^'J-fe'JX #iJx^U> 
^'Ja-;k j*8*j}t7- F 'J r?A, 7.5 1 7U>Kv^* 
->7A. ^^k^^if^ffl^etlS. &#J!J#g 

i:*i;TjaiifoafStiiufctta(. wAtfasit. 

tta-7V>:7"&. 7-r ;k4n— r-f >^tefc-5Uli- 

[0 0 3 0] *H#Hfflfr-B»^li, IMtttttftMl} 

(*U-7**i> h'JtPayl, tvvtt^ti:) . &ft 

£*) . uvm *;k+A'09. Syntffc 

if) . «#£jafclx<li££B»^U-k'J>KI»Kx*7- 

( i ) 

t F □*->:/□ tMkfcJl'D 
* X7 L 7'J>SEV^->7A 

Bffl (1) (2) *R|«f*fctt»ttUTft#Ci9: 

[0034] gmm 1 

W 2 0 ftflMMfcUfc£& 7 »»0tttt***;C3 IC\ ij 

aA*i7^- • tro'J©S^ffi* (ATCC 4 3 5 0 4 

ft) <o*52 4i«n««ac«aiffientft^-r«. 



7V-)P (^t$7 FV-^H±S) . 77-7'/- 

[0031] «*«atr*»^ii, stoad. fl&tfs 

fkT-FU^A. yjio-x, y;kt*h-;k yj-tu 
>. *U-7*tt. 7"ntfk>^'ja-;k x?;kr;ka 

O***. 0JAtf43&i£7k, «9«. tttttt. 0J;Ltf 

SMfcSfl. WfctffcJl^+^^Mi^n--;*:*- F U -7 
A. #**>tt»fljiStt». Kftfflttffll. WAtfftA* 

[0 0 3 2] ^fgHjcDESIJ^ fl:^tt (I) t^mam 

[0 0 3 3] 
1 

(1) ^T^V-JHIiglt (**7*5 4 />* (ffifl 
*. ^SiSlg (ft) 8) tbTA^^T*^) 

(2) (I) 2 0mg^^*-rS^T©5!l7j(D7J 

2 Omg 

3 Omg 
6 3mg 

7. 6mg 

' " •! m*g • 
1+1 2 Omg 

*. fS^{k^tlll2- (3-/^-4- (2-*;u* 
U/iWt) - 2 - tf'J ^f*-lH- 

a5ft*0*e)nft^fflfiT^^7 p 77-;H Omg/k 

fc. 

[0 0 3 5] 

t»MO«i*] *5gBJlCckntf. {fc^« (I) iin«j» 
*ttfiffflr*cti:J:»3. A'JaA'^^- • Kayo 
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(51) Int. CI. 6 

A 6 1 K 31/495 
31/535 

// CO 7D 401/12 
401/14 

413/12 
413/14 
417/12 
498/04 
513/04 



2 3 5 
2 1 1 
2 1 3 
2 1 3 
2 1 3 

2 13 
1 0 5 

3 4 3 



F I 

A6 1K 31/495 
31/535 
CO 7D 401/12 
401/14 

413/12 
413/14 
417/12 
498/04 
513/04 



2 3 5 
2 1 1 
2 1 3 
2 13 
2 13 

2 13 
1 0 5 

3 4 3 



(72)»e# mm 



(72)«W# &i? 3t# 

fflH*»±W***r***«955*J|ll fr 

(72)»9J# Jildt fit* 

aw*»±wfr**r:fc*/M5Z955#tt w 



